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August 16, 2005:730–42ncomplete block along the mitral isthmus line because of the risks
nd inability of getting close to the mitral prothesis, as we
entioned in the Discussion section of our original study (1).
owever, surgical scarring in the MVP group, combined with
ventual incomplete block, could very well facilitate complex
acro-reentrant arrhythmias. Finally, in our Conclusions section,
e acknowledge the fact that AF ablation should ideally be
erformed at the time of MV replacement when feasible.
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yocardial Infarction in the Absence
f Obstructive Epicardial Coronary Disease
e read with interest the study by Dokainish et al. (1) reporting
haracteristics and outcomes of patients with acute coronary
yndromes in the absence of obstructive epicardial coronary disease
n a post hoc analysis of the TACTICS-TIMI-18 trial. Six percent
f patients presenting with an apparent acute coronary syndrome
ACS) and troponin elevation were found to have no significant
picardial disease at angiography. These patients were more likely
o be female, and rates of death and reinfarction were lower in this
roup at six months when compared with those who had angio-
raphically significant coronary disease, regardless of troponin
levation.
The investigators discuss potential mechanisms of myocardial
nfarction in patients without significant epicardial coronary dis-
ase, but they do not consider transient left ventricular apical
allooning syndrome (TLVABS) as a potential explanation in
ome of these patients (2–6). In a recent systematic review of
LVABS, we and others have pointed out that these patients are
ypically postmenopausal females who present with acute-onset
schemic cardiac symptoms, electrocardiographic changes, mildly
levated cardiac biomarkers, and characteristic yet transient apical
nd midventricular wall motion abnormalities in the absence of
bstructive epicardial coronary disease (7). The risk of mortality
ssociated with the syndrome appears to be low and recurrence
ncommon. It may be that some of the reported patients present-
ng with an apparent ACS with troponin elevation in the absence
f obstructive epicardial coronary disease had TLVABS, which inurn may explain the observed lower rates of mortality and
einfarction in this patient cohort.
Finally, TLVABS is underrecognized and should be considered
n the differential diagnosis of patients presenting with an apparent
CS in the absence of obstructive coronary artery disease. The
echanisms responsible for TLVABS are unknown and deserve
urther investigation.
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ack of Prognostic Impact
f Elevated Troponin Levels in
atients Without Coronary Artery Disease
he study by Dokainish et al. (1) addresses an interesting subgroup
f patients with acute coronary syndromes (ACS), namely those
ith elevated troponin but without significant coronary artery
isease (CAD) on angiography. The investigators conclude that a
.3% incidence of death, reinfarction, and rehospitalization in this
ubgroup suggests an adverse prognosis as compared to the
ubgroup without significant CAD and negative troponin.
It is important to note that the figure of 6.3% is based on a total
ample size of 32 patients. There were two adverse events in this
roup including one death and one rehospitalization. The re-
earchers do not report whether these events were cardiovascular or
ot, information with clear implications for their conclusions.
ven if these two events were cardiovascular, the tiny sample size
everely limits the conclusions that can be drawn. It is also possible
hat the bias of knowledge of previous elevated troponin influenced
he decision making in the single patient who was rehospitalized.
In addition, data from Table 1 of the Dokainish et al. (1) study
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August 16, 2005:730–42emonstrate 9.4% of patients with positive troponin levels and no
AD had a history of congestive heart failure (CHF) as opposed
o 2.7% of troponin-negative and no-CAD patients. A p value is
iven only for comparison across all four subgroups. No statis-
ical comparison is made for the presence of CHF between the
wo subgroups of patients without CAD, nor is multivariate
nalysis available. It is possible that this finding influences the
rognosis in this subgroup, without direct relation to the finding of
levated troponin. The finding of elevated B-type natriuretic
eptide (BNP) as demonstrated in Table 2 (1) in the troponin-
ositive, CAD-negative group supports this contention.
In summary, far larger studies with correction for CHF,
levated BNP, and left ventricular function are necessary to truly
ssess the prognosis of patients with ACS with elevated troponin
nd nonsignificant CAD.
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roponin Levels and
cute Coronary Syndrome
e read with interest the recent study by Dokainish et al. (1).
oth the aim and the result of the study are challenging; this is
ecause the investigators have suggested significant prognostic
vidence for troponin (Tp)-positive patients with acute coronary
yndromes (ACS) but without significant coronary artery disease
CAD). As Dokainish et al. (1) suggested in the Study Limitations
ection, their investigation has disadvantages in being a substudy
ith a limited number of patients and with a limited number of
atients with index event. The main finding of their study—that
o-called false-positive Tp results in patients with ACS but no
ignificant angiographic CAD—begets further attention because
f a higher event rate by means of a composite end point in these
atients. However, this suggestion should be interpreted cau-
iously—as mentioned in the Study Limitations—because angiog-
aphy is not a gold standard for accessing atherosclerosis.
Also, because of the study design it should be remembered that
ll patients were treated by acetylsalicylic acid (ASA), intravenous
eparin, and glycoprotein (GP) IIb/IIIa inhibitor. It is well known
hat patients with an elevated troponin T level and non–ST-
egment elevated ACS (NSTE-ACS) have been reported to
enefit particularly from antithrombotic drugs such as platelet GP
Ib/IIIa antagonists and low-molecular-weight heparin (2). It is
easonable to hypothesize that the elevated troponin T levels in
atients with NSTE-ACS indicate the presence of a thrombus at
ulprit lesions (3). As is known, a culprit lesion responsible for
yocardial infarction is 50% in most cases. Thus, CAD or io-CAD classification by coronary angiography must be ques-
ioned.
Conversely, baseline creatinine (Cr) level differed between the
wo groups (Tp, no-CAD vs. Tp, no-CAD) (0.93  0.56
g/dl, 1.46  2.31 mg/dl, respectively). In the original study,
hronic renal failure (CRF) was an exclusion factor (serum Cr
2.5 mg/dl) (4), but in this substudy the mean Cr is high, and the
tandard deviation is also unexpectedly high. What could be the
xplanation of this high serum Cr in such a study that excludes
atients with CRF? It is well established that patients with CRF
ave higher Tp levels even without any ACS; the difference in Cr
evels may be a consequence of inadequate or slow clearance rather
han excess production due to ACS in this group of patients.
It must be remembered that this study basically compares
o-CAD patients with or without Tp positivity. Hence, two-way
omparisons should be applied instead of four-way comparisons
or statistical analysis. As a result, regarding the small event rate,
he limitations previously mentioned, and our considerations for
he effect of GP IIb/IIIa antagonists in borderline lesions and their
ffect of undiagnosed renal failure, we believe that the conclusion
f the study by Dokainish et al. (1) is quite exaggerated.
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EPLY
e thank Drs. Bybee and Rihal for their valuable comments
egarding our study (1). The major point of our publication is that
atients presenting with symptoms suggestive of acute coronary
yndrome (ACS) who are troponin positive on admission without
vidence of significant epicardial coronary artery disease (CAD) on
ngiography have a worse prognosis than do those who are
roponin negative without significant epicardial disease. In our
iscussion we recognized that the mechanisms conferring this
dverse prognosis are not known. Notwithstanding that, we agree
ith the comments of Drs. Bybee and Rihal that transient left
entricular apical ballooning syndrome (TLVABS) should be
ncluded as a potential explanation for troponin positivity in some
